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SKIN COSMETIC 



Pub. No.: 62-099315 A] 
Published: May 08, 1987 (19870508) 
Inventor: OGAWA TADATAKE 

Applicant: KANEBO LTD [000095] (A Japanese Company or Corporation), JP (Japan) 
Application No.: 60-240313 [JP 85240313] 
Filed: October 25, 1985 (19851025) 

INTL CLASS: International Class: 4 ] A61K-007/00; C07K-005/10; C07K-007/06; C07K- 
JAPIO Class: 14.4 (ORGANIC CHEMISTRY — Medicine); 14.1 (ORGANIC CHEMISTRY — 
Journal: Section: C, Section No. 451, Vol. 11, No. 315. Pg. 13, October 14, 1987 (19871014 

ABSTRACT 

PURPOSE: A skin cosmetic, obtained by incorporating at least one tetrapeptide in a skin c 
improved humectant and skin beautifying effect, etc. 

CONSTITUTION: A skin cosmetic, obtained by incorporating at least one tetrapeptide expi 
(Arg is arginine; Pro is proline; Phe is phenylalanine; n is 1-3; - is peptide bond) in a skin & 

skin roughening improving, keratin improving and skin beautifying effect, etc. Mono trimi 

are obtained by initially coupling phenylalanine to proline, eliminating N-terminal protecting 
resultant product, further coupling the resultant product with arginine, eliminating the N-t« 
from the product, hydrogenating the product and eliminating the C-terminal protecting gro 



.../document?docKey=1 -347-21 8241 5&docFormat=full&formTitle=JAPIO%20%2D%20Pj2001 /03/02 



uiaiogweb-O utput - 



2/2 ^— 



( Arg-Pro -Phe-Phe ) n 



JAPIO (Dialog® File 347): (c) 2000 JPO & JAPIO. All rights reserved. 



©1997-2001 The Dialog Corporation - 



ydocument?docKey-1-347-21^ 2001/03/02 



©B^S^ST/tUP) © » fiF tti BB M 

®^HJ#S*^# (a) 0g62~ 99315 

SfcRIE^ Jf rt Slff ©4»B Bgf062^( 1 987) 5 8 3 

7306- 4C 
8318-4H 
Z-8318-4H 
8318-4H 

©4$ BB PS60- 240313 
@ffi SB FS60(1985)10^25B 

@& % jll JS X />BBJRTfiil]E*470aBfta)208 

i A S & 5£ & 3BDKa?SBBKaBB5Tai7»4-9 



©Int. CI. 4 

A 61 K 7/00 
// C 07 K 5/10 
7/06 
7/08 

C 07 K 99:00 



mm® 

1. a ag 0 s at 

2. *5 flF Iff* S 

— 19: ^ 

C Arg-Pro-Phe-Phe ) n 
( iC ff» , Arg (i r jv * - > % Pro fi ^ o 9 > % 
Phe u y * — ju 7 7 - > ^ n li 1 - 3 OfiSfc, 

-c & 3 n 5 k ? Ho^tt < 10 

*»wittjRjwflsaE«K«r*. « # u < u , 



£-6£&*ea { i&#*U 1 0 til £ ft to r < S 
t :/ K »i 9 0 % air » CD ,$ ^ jR 4* T °I uB ic 

( $5 W cd 0fl *s; ) 

"f n 'J > . ^i^-^T^ — >, 7 x — ;u 7 7 ■=> > 

OJIfilCiS^lyttfSr h 7 *< 7 K O 1 - 3 ft f* 
C & T , ( Arg-Pro-Phe-Phe )t-e £ j*8 «£ T * 3 
© d> < £ 4 1 -?*ffi^ts c MCJ: t> tf n n ffc 
B3»ji&($gttjiiiK«;&*t £I3[#30# ), 21 an 

Hi U . *^^*^5J5 Lf: 0 
( SB « O § W ) 

*s ® & # 30 m *aii5a*^*WT*KJirfttt« 
( a w o m a& ) 
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* » W fi , 

( Arg-Pro -Phe -Phe ) n 

Arg *i T ^ 4-* - > „ Pro li y a y > 
Phe li 7 i - ^ 7 ^ - > , n li I - 3 CD S & , 

* £6 58 It /8 * 7" h * 7 K© I — 3 fi <D 

9aiffitt(?H*tffit'Ffl!>ii*)-c** 0 C r r y * * * 

* 7 ^ ' * □ y * ,p . y ? x h y - 35 4 9 3£ . 

1 0 1 9 -1 0 2 6 ^-C?, SC^ 1 8 2 9-1 8 3 7 ^ - 

(Agric. Biol. Chem. Vol4 9, 1019 — 1026, 
1829 — 1837) p 3 

* » *y - 1 ( i « p jfii ) 

(1) y rf y > ^ ( -/ o y > ) 

t-^h + '^*^!|f = ^ro y is ( &LT Doc- 
Pro -OH <DC<t<BSf£T* > 2 mmol . 0. 3 6 F 

* r * h - h u ji/ i o £ N - > * * * * 7 * y 
> (NMM ) 2 mmol . 0. 2 2 st fp it ® jft U fz j& & 

*t ® # ( H-Pro-Phe-Phe-OBzl -HC1 ) 0. 7 2 f 

* ¥4 tz ( m 9 0 % ) o 

(3) *»^y>r(r^4 r ->) 

h52££ffl5^3 mmol, 1. 4 4 f i N — ( t — zf 
Y> * is U j\, # ^> j\, )-N--ha-r^+-^> 
C Boc-Arff (N02>-OH ) 8 mmol . 0. 9 6 9 * (1) £ 
ffl & tc * •? 7 V > # & & X * N-(t-yK + -> 

* ^ # - )-N--ho-y-/t/+i>ray> 
i>7x-/ur5->©^>i?^i^x^ ( Boc- 
Arg(N02)-Pro -Phe -Phe-OBzl ) * 1. 8 9 ft fz 

( ^ ^ 7 5 % > o 
«> N t£ ft $ £ © ft ft 

-b Si3 £ G£ & 2 mmol , 1. 49 ; *(2)iHfl|K^ 
iSOT, N-— ho-r/t' + ->yoy>i? 7x 
- ;b 7 7 - >(D 'N > y ;l< x ^ r ;t/ f ^ |g ( H-Arg 
(NOz)-Pro-Phe -Phe-OBzl -HC1 H 2 0 ) * 1. 2 6 

(5) * m m tm t c m m m &. 4s © & «t 

^£^125^ 2 mmol. 1. 4 7 ? £ > £ J — & % 
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V — 5 'C IC ^ ly r , X^7l/^007*/V> — h 

(ECF)2mmol, 0. 2 * flQ * n 0 10#&£> 

7 x - T 7 - > CD ^ > i> ^ i * f^^JB^Jffl ( H- 

Phe -Phe-OBzl - HOI ) 2 mmol , 0. 8 4 9 t . 
N M M 2 mmol . 0. 2 2 N, N - i? y f * * * 

^ r ^ < k (DMP)«fti 0«/*^ftibrc o 
8*#»»t»icT l # ^ £ ic 

4 % # S* * * 7- k y <> ^ * « «e % * K Jt otjSfe^ 
*ff & 7- h * f * * ffl I* T L . fift « 

l^ttltai© t - ^ h +"i/#/Hf sjp^o y > o 
■7x-/ur^j=.>co^>j?^jt^^;i/ (Boc-Pro 
-Phe -Phe -OBzl ) * l. o 6 9 m Tz ( *R 8 8%) 0 

-t £ £ 65 & 1. 5 mmol, 0. 8 2 
1 0inc««U;^^ )t 4N HC1 ^ f S> * # if 

> S 3- 1 5«/*fln*_/: 0 £JC&#*si&K:r 

l-6»IH»ia««E£B3»«L/t. ftfe £S 8E £ I, T * 

i/iftKSi/ic^^i.rr/gftic, /< 7 £> 9 a y ? 
* * ?? *E T * ^S(CT4 63Fli||;JcXiSaii,f: 0 « 

«/ IC ® » U , 4. I N - HOI 3 W i> * * > *g « 
« 1 «<! * tra *. * &ffiS5©&2g&*r-fc h > . * - 

^'MCtiSSfcL, Sfl?<Dr F 5 K ( fl- 

Arff-Pro -Phe -Phe-OH-H20 ) £ 1. 0 2. F Hi fz 
( 9 2 % ) * 

« 1 * 

H-Phe-Phe-OBzl-HCl + Boc-Pro-OH 
<D I 

Boc-Pro -Phe -Phe-OBzl 

(2) i HCl/dioxane 
H-Pro -Phe -Phe-OBzl, HC1 

(3) i + Boc-Arg (N02)-OH 
Boc -Arg (N0 2 )-Pro -Phe -Phe -OBzl 

U) i HCl/dioxane 
H-Arg - (N02)Pro-Phe-Phe-OBzl» HC1 
<*) i H 2 /Pd. HCl/dioxane 
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Arg-Pro-Phe-Phe-OH- H 2 0 

5? ct m - 2 

j-Sg^ K ? * 7 r KCD2teft&tf3ttftl*^Sft 
i 2 $ 

Boc -Phe-Phe -OH + H - Arg (N0 2 ) -Pro -OBzl *HC1 

Boc -Phe -Phe -Arg (N02)-Pro-OBzl 

N 5S* 3?IS i HCl/dioxane 
Boc -Phe -Phe-Arg(N0 2 >-Pro-OH 

ij y -f v > ? i + H -Phe -Phe -OBzl -HC1 
Boc-Phe-Phe-Arg(N0 2 )-Pro-Phe-Phe'OBzl'HCl 

NjSftffc&S 4 HCl/HCOOH 

H-Phe -Phe -Arg (NO2) -Pro -Phe -Phe -OBzl- HC1 

— 2 ti # c m s & > 

H' v -f*>9' i + Boc-Phe-Phe-Arg(N0 2 )-Pro-OH 
Boc-Phe-Phe-Arg(N0 2 )-Pro-Phe-Phe -Arg 
(N02)-Pro -Phe -Phe -OBzl 
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N3^fi»«Slfi | HCl/HCOOH 

©nam 

H- Phe -Phe- Arg (N0 2 )-Pro-Phe-Phe -Arg (NOj > 

-Pro -Phe -Phe -OBzl* HC1 

-h y ~f V > f l+Boc - Arg (N0 2 )-Pro - OH 
Boc -Arg (N0 2 )-Pro-Phe-Phe-Arg(N0 2 )-Pro 

-Phe -Phe-Arg(N0 2 )-Pro-Phe -Phe -OBzl- HC1 

N^S** 1 * 1 HCl/HCOOH 
H-Arg(N0 2 >-Pro-Phe-Phe-Arg(N0 2 )-Pro-Phe 
-Phe -Arg (N0 2 )-Pro-Phe -Phe -OBzl. HC1 

C 5**1* BE S 1 (H 2 /Pd )♦ HCl/HCOOH 
CD Si IIS 

H-Arg -Pro -Phe -Phe -ATg -Pro -Phe -Phe - Arg 
-Pro-Phe-Phe -OH ■ 6H 2 0 < 8 1* ft > 
& 8 S 

H-Phe-Phe-Arg (N0 2 )-Pro -Phe -Phe- OBzl • HC1 

i) ? ~f V > ? I + Boc-Pro-OH 
Boc-Pro-Phe-Phe-Arg(N0 2 )-Pro-Phe-Phe - OBzl 

1 HCl/HCOOH 

CD lift 8£ 

H-Pro-Phe-Phe-Arg(N0 2 )-Pro-Phe-Phe-OBzlHCl 



^i^'J >^ 1 + Boc -Arg (N0 2 )-OH 
Boc -Arg(N0 2 )-Pro-Phe -Phe -Arg (N0 2 )-Pr o - 
Phe -Phe -OBzl 

NjjgSS&fiS 4, HCl/HCOOH 

H-Arg (N0 2 )-Pro-Phe -Phe -Arg (N0 2 )-P ro - 
Phe -Phe -OBzl* HOI 
& tfs fcn 

C5Rif&ifc£S 1 H 2 /Pd t HCl/HCOOH 

H-Arg -Pro -Phe -Phe -Arg -P ro -Phe -Phe - 
OH- 8H2O ( 2 jfi ft ) 

Jt i£ f- h 7 ^ r f K © 1 - 3 2t ft ( Arg -Pre - 
Phe-Phe a>^^co^ttfta^^4*fc|S«?T 
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?$BaBat>2-n9315(4) 



m 4 « 



j * * Y \ M & 


*r*5C/tf^« j C H N j Rf 1 Rf 2 


1 (Arg-Pro-Phe-Phe)-H 2 0 j 127—130 


CsHsgOeNT- H 2 0 158.09 6.91 16.61] 0.54 0.00 
M. W. 588 j 59.69 7.08 1 6.8 ij 


(Arg -Pro -Phe -Pbe )g • SHjO 


160—162 


C68H7609NU'3H20 
M.W. 1166 


59.49 6.98 17.0l| 0.23 0.00 
59.69 7.08 16.8l| 


(Arg -Pro -Phe -Pho)s- SHjO 


162—164 


Ce7Hu80iBN2r 5H2O 
If. W. 1749 


59.49 7.28 17. ll! 0.31 0.00 
59.69 7.08 16.8 lj 



Rf 1 14^^ y - 9 s> >-* 4 : 1 : 1 : 2 

Rf 2 ii^no?**A->*y-,u 5 : 1 * t n f ns?i t t t 3?a 



( Arg-Pro-Phe -Phe ) i~s CD flfi ^ . Z <D & 
SfcafctMitt^-frO^H-Jftrcfti^r* * 38 88 <D & fif 

U < li 0. 5 — 5. 0 ig & % (£17 wt% & SS SB "T * > 

*. x * . *®jg*.rclii!£r&fe&.&->r:5Sj&i;tAaft 

a * # an, * ee « «k m& . 

ft tefcfflm Z X ft W <» 3 &) * & & -f * & I? & 

s k -a- -r 5 c t t>* -r $ * a 

JU T , IS & #J (C o ^ x & % -f 5 o 

(1) ^nanoso^^codni^a^^ 



lft£UX4iSlffl&l£&flj$&m*ffif-:T=. &g*^<D 
£<WT05&s*^{fcK 1 a 21^1 / <o$tf4*a^ 

- : IE» 

+ : v KM &8Z 

+ + SfJi 

+ ++ : ig« % «JB H V 

K»tir«©K»attt»«a«tt© ! PjsjisiR*tt 
«b,iiKji?^«s*i2gj:fif£jiii«r^$n^46^ 
( ey *. if + ^ - . + + - ± > * r*T2& J * is® 
asssnf::*^* r^^f s&j , s a< cr *» o *: 

* ^ * r 3» J i bf:, & & & J|£ I* I" *j 01 J , 
I" ^> W 3» J t«r ©AR^SLft. 
(2) ftKtt#(ft&fflffiott#J8Et£*8;fc)2>£0> 
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otietBC^httc^^ ? t — -x ( - ^- /n- > > > ^ 

•c Jt oriT©*c^^, "F ffi Q ic J: oTRJSIft 

ft « at # 3» * ( a #r a ja a «n » 

* 2 : <h * 5r — ^ ?£ 

* 3 : /J^ — f|5 * ir - iU ill i£ 

* 4 : *X5--A»fflf 

* viz * n&m&i* rn& j * r^v&i&jtrx 

f ( 3 5 - 5 5 t ) 2 OAlClt^* 1 0 21 (i 



® ft 52 ^ 


E ^ wt% 




\ o * y - ^ftfc 


1 5.0 


(A) 


' o y ^ .> jt ^- u > ^ ^ 


5.0 






0.5 




o ( Arg-Pro -Phe-Phe ) i -a 


m STICKS* 






3.0 


W 




5.0 






0. I 




o X 4 / — 


r. 0 




° *3 St * 


*$fi*100.0£T*3££ 

— i 



(2) pi s$ m 

(A) . CB)t£#££**J§ — ICgfi? L (A) 52 # £ 

(3) (£ 

IS&*S&53g;&fl|ica5)iSur:o 



?^uafl3G:^-nn3i5 (5) 

ffi L . 3f S5 *S Jfc <* * iK Jfl 0 iS A3 & . ¥ » & * fli 

^sos^Bic^bt, r & i*mc a a* ££ & /r j . 
r & mt & -« 4, it /x -> tz j . r a * « $s »> c 

$S fitefrfl l - 6 . it 1 

c — « *s * * > ° - . > 3 

<D 2&M K 5^4^ - l , - 2 T Ml C Arg-Pro -Phe 
(1) ili fi£ 




i 5 ig IC ^ t C t < , — JB * * > a - ix , v 
ft T * £ , ( Arg-Pro -Phe -Phe ) i~« © 4? K < £ 

£ S £ n f: o 

gs&eg 7 ~ i i . it&m 2 

(l) & & 
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ffl ft fifc ft 


SE tt wt% 
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gf a 




2.0 






S** 7 y J *r fjX 




5. 0 






^ j» y y 7 ;t/ 3 - ^ 




5.0 






IS j\j y ' y 




2. 0 


(A) 
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* £ 7 7 > 




2 0.0 
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yjnf* * ^ r u — 




8.0 




o 












v iu t* ^ ^ r r u — 




3.0 




o 


^ A"s rro rne -.rn.© ^ i — • 


8 




v i ° 


"7*0 U > ^ <J 3 — 




5. 0 


CB) i 

! ° 


> ^ >< 7 > 




0.2 


1 ° 


W St 7* 







(2) 19 H ffi 

(3) ft f£ 
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Pro-Phe-Phe ) i- a <0 ffi & 1st it 0. 1 ~ 1 0. 0 wt% 



55 5 3c 







f- h 7 *< f * K 








SB f a 


V 








(A) 


(A) 


S iffl fit (A) 


(A) 


5*£& CA) 


it CM 


1 




3 


8 


4 


8 


2 

i 




1 


Arg-Pro-Phe-Phe C 0.2 ) 


1 0 


1 1 


1 2 


I 1 


10 - 1 




2 


* ( 2.0 ) 


1 8 


1 7 


1 8 


1 7 


1 6 




8 


( Arg -Pro -Phe -Phe )i (0.5) 


1 8 


1 2 


1 5 


1 8 


,1 3 


* 


4 


# ( 5.0 ) 


1 9 


1 8 


2 0 


1 9 


„ -i 




5 


< Arg-Pro -Pbe-Phe >a (5.0) 


1 8 


1 7 


1 8 


1 7 


1 8 


* 


6 


Arg-Pro-Phe-Phe ( 1.0 ) 
( Arg-Pro-Phe-Phe )i (2.0 > 


1 8 


1 8 


1 9 


1 8 


1 7 




2 




5 


4 


6 


4 


3 
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Arg-Pro-Phe-Phe (0.1 ) 


1 2 


1 1 


1 6 


1 5 


1 5 
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* ( 3.0 ) 


1 8 


1 8 


1 8 


1 8 


1 7 


» 9 


(Arg -Pro-Phe-Phe )z ( 3.0 ) 


1 8 


1 7 


1 7 


1 7 


16 




1 0 


( Arg-Pro-Phe-Phe )a ( 1 0.0 > 


2 0 


1 9 


2 0 


1 8 


1 8 




1 1 


( Arg-Pro-Phe -Phe )* ( 2.0 ) 
( Arg-Pro -Phe-Phe )b ( 1.0 ) 


1 9 


1 8 


1 8 


1 6 


1 6 
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2. & 9S © 45 flS 

* iff <t ffi 
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;£ (095) tt «fe Sj^ ^5 
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« B (06)921-1251 

5. *6 IE © ** * 
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